2 Telemetry
After surgery, animals were allowed to regain weight and were undisturbed except for weighing. After animals had regained weight after 10-14d, stress tests were limited to one test per day. In order to save in vivo animals, identical drug protocols were repeated a maximum of three times per animal with a rest period of more than 24 h in between challenges.
Analysis of PQ and QT duration could not be performed on all telemetry ECG traces as the tracings had to be completely free of noise and artefacts for these detailed measurements that require identification of the onset of the P wave and the end of the T wave. RR intervals could be readily measured in all recordings.
For flecainide therapy, the drinking water was sweetened to make up for the slightly bitter taste of flecainide. Chronic therapy with 45 mg/kg BW flecainide resulted in drug plasma levels within human therapeutic range (509 ± 110 ng/ml) as indicated in the manuscript. We performed drug dosing studies to achieve these therapeutic plasma levels. Lower doses of flecainide (15 or 30 mg/kg/d´) did not regularly result in therapeutic plasma levels Table 1 The table indicates APD 90 and 70 in both genotypes at baseline and during application of carbachol during rapid fixfrequent pacing * p<0.05 vs. WT, # p<0.05 vs. baseline. In contrast to spontaneous APD, no prolongation of APD by carbachol is seen during rapid fixfrequent pacing. (n of MAPs analyzed in brackets).
Sodium current in isolated cardiomyocytes
baseline 42 ms ± 3 (14) 46 ms ± 3 (15) 49 ms ± 4 (14) 49 ms ± 4 (15) 53 ms ± 5 (14) Carbachol 0.1µmol 37 ms ± 4 (12) 37 ms ± 3# (14) 40 ms ± 5 (10) 40 ms ± 4* (11) 41 ms ± 3 (11) Carbachol 1µmol 45 ms ± 2 (14) 42 ms ± 3 (15) 45 ms ± 3 (14) 42 ms ± 3 (17) 46 ms ± 4 (12) APD 90 baseline 40 ms ± 2 (13) 40 ms ± 2 (13) 41 ms ± 2 (11) 42 ms ± 2 (11) 47 ms ± 3 (8) Carbachol 0.1µmol 33 ms ± 2# (12) 31 ms ± 3# (13) 32 ms ± 2# (9) 28 ms ± 2# (9) 33 ms ± 3# (10) Carbachol 1µmol 42 ms ± 3 (12) 42 ms ± 3 (12) 44 ms ± 4 (7) 44 ms ± 4 (7) 46 ms ± 3 (9) baseline 24 ms ± 2 (14) 26 ms ± 3 (15) 28 ms ± 3 (14) 28 ms ± 3 (15) 28 ms ± 4 (14) Carbachol 0.1µmol 21 ms ± 3 (12) 20 ms ± 2 (14) 21 ms ± 3 (10) 20 ms ± 2* (11) 22 ms ± 3* (11) Carbachol 1µmol 24 ms ± 2 (14) 21 ms ± 2 (15) 22 ms ± 2 (14) 20 ms ± 2 (17) 24 ms ± 3 (13) APD70 baseline 23 ms ± 2 (13) 23 ms ± 2 (13) 22 ms ± 2 (11) 22 ms ± 2 (11) 27 ms ± 2 (8) Carbachol 0.1µmol 17 ms ± 1# (12) 15 ms ± 2# (13) 16 ms ± 1# (9) 14 ms ± 0# (9) 15 ms ± 2# (11) Carbachol 1µmol 23 ms ± 3 (12) 20 ms ± 2 (12) 19 ms ± 3 (7) 20 ms ± 3 (7) 20 ms ± 2 (9) 
